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Cllmcal Team Leader Summary Revxew Memorandum

Memorandum Ito : - . :NDA 20-692 fxle, Efflcacy supplement-SEl-OOZ
ot Producr PR Serevent stkus Inhalatlon Powder o

: o Do . 9-22.98 s
R Memo from - __‘ Q 'Robert] Meyer, MD_ Medxca.l Team Leader, DPDP
e Thls emorandum is to document the secondary review conclusuons on the Serevent
" Diskus Inhalation Powder sNDA. 20-692, SE1-002 to support a claim inthe -~ .- o
I f"'rnamtenance treatment of asthma in patients 4 - 11 years of age. The secondary -
1 teview was carried out in parallel to Dr. Johnson's primary ¢clinical review.. Much of the ’
S secondary review opinion was therefore incorporated into the final Medical Offi cer s
- Review docurnent. - Additionally, Dr. Meyer generated the | primary review for the .- LU
' concurrent related supplement for the exercise-induced bronchospasm indication for ERTRET O S
S Serevent Diskus in-children and: adults, SE1-001.. This memorandum will highlight -~ -+ L
- somie ‘of the crucial effi icacy and safety review |ssues that forrn the basus of the f‘ ndmg R
ST of cllnlcal approvabllllty for this supplement S : R

S :Salmeterol xunafoate as a molecular entlty was approved in’ 1994 under the propnetary_
L f:.';'s'name Serevent Inhalation Aerosol. This approval was for the long-term, maintenance
;- - - treatment'of asthma and the prevention' of bronchospasm (including exercise-induced CARNEELE
o bronchospasm) in patients ages 12 and abové with reversible- airways obstruction. ThlS_ TP
-~ NDA for the multidose, dry powder formulation of salmeterol xinafoate 50 micg wnth
~ lactose (to a total weight of 12.5 mg) or “Serevent Diskus Inhalation Powder” was.
_il_s-approved last y year for the maintenance treatment of bronchospasm in aduits and. -
- children : ages 12'years and above: The MDI formulation of Serevent has the EIB clalm R
“ i for this same population.. An effi Icacy supplement for the younger pedlatnc patients for - _
. the MDI' was deemed ‘Not Approvable ln 1995 due to a lack of adequate and well- Lo
-_-;_’--controlled data to support the clarm R DL S '

L Very shortly after approval of the Serevent Dlskus NDA" ‘the 'sponsor sub'mltted two.: -
- efficacy supplements concurrently — one for the EIB. ¢laim'in patlents ages 4and above S
~and the second for the maintenance treatment clalm in chlldren ages 4 - 11 years old S
o ThlS supplement is for the latter mdncatnon S : SR

-.-}'ln accordance wrth Dlwsnon gurdance the maln data necessary in thls type ofj_-f:j' L
. . * application’ would: be ‘dose-ran nging: data to: ‘assure: that the correct dose : has. been’
- .:-;'ldentlﬁed and:then:a study ‘to confirm - ‘pediatric “effi icacy and ‘safety: - The sponsor - &
=~ provided two such trials with the Diskus’ (SLGA2016::'a single dose; crossover design
R dose rangmg study and SLGA3014 -8 12 week prOtal safety and effic cacy study wrth aj:_x--.i




. comparison to albuterol in the latter). There was a second: 12-week safety and efficacy = -
- study that utilized the Diskhaler.device, so that although this helps confirm the efficacy.
5 of salmeterol in this Population (which'previously had not bé:en*establ'i's'hed'de'sp‘ite“th'e',
" MDI supplement); it cannot be considered truly pivotal since these two devices have not . -
~ ' been rigorously linked. - These trials ‘enrolled: subjects 4 — 11 years of ‘age and due to: - 7
. the lower age range examined, utilized both PEFR and FEV, as measures of efficacy.. . 1

- . The dose-ranging study (2016) compared single doses of salmeterol from the Diskus of =~~~ .
- 25,50 and 100 mcg to placebo: and Ventolin Rotocaps (albuterol “sulfate inhalation-~ =~~~
~.. v powder= 200 meg/capsule).: The main endpoint was' bronchodilation by peak flow and- L
o Si-gpirometry over a: 12-hour period.- Though thete was little : convincing: separation of =~ o
- these doses, it did appear that the 50 ‘mcg- dose offered more: brorichodilation: when - - SRR
.. . assessed by PEFR than the 25 meg-dose, and there appeared to be a‘trend towards .. e

. somewhat more rapid onset by serial mean PEFR with higher doses (albeit slower than i
. "albuterol).: There were some minor signals of some increased safety concerns withthe - e
G -100*még;*dose' ~'a higher mean heart‘rate;'respdnse' following:the 100 mcg dose than - S
- - observed in the other treatment periods and more overall adverse events in this period . -~ oo
. “than the others. - Overall, though not incontrovertibly: so, the sponsor's conclusion that -~~~ =

. the 50 mcg dose is most appropriate for this age range is supported by this study. Note =~ B
- that'the 50 mcg dose was also supported in separate dose-ranging data in children for - - . i
: . the EIB indication. - T L s e

- ... The confirmatory safety and efficacy study for the Diskus device was 3014, a 12-week
.. .+ placéebo-and. active-controlled parallel group' study. The doses employéd included 25 .~ . .-
(- Jand 50 meg of the Diskus, with Ventolin Rotocaps as the active comparator.. Measures .-+ .. - .
-i- of bronchodilation (PEFR:and FEV,) consistently showed that the Diskus treatments TR
Lo were effective over the 12 weeks of the study.” The 50 mcg dose appeared numerically = L
.o to’ be; somewhat less - effective - over: time in this: study by FEV,. (but -not- PEFR) . == " .-~
© . assessments, though some of the-narrowing between this group and placebo wasdue” i
- to improvement in the, placebo: group.: In' distinction' to this numerical trend, the diary .=~ - =
© . measures’ (symptoms; albuterol. rescue: use, AM: PEFR " at. home) ‘all: showed either =~ = i
= " stable orrising trends in the latter weeks of the study.. Furthermore, there was a higher = .
... drop-out ‘rate: in-‘the ' salmeterol 50 ‘meg ‘group - which somewhat ‘confounds: the - == =~

.. interpretation of these data. Somewhat conceming in the disproportionate drop-out rate -
-+ - isthat'this disproportion was apparent for lack of efficacy where 6% of Serevent 50 meg
17 patients withdrew compared to 2% inplacebo.:”- == v oo O LRI
e Overall; this study-supports the use 'of 50 mcg of Serevent Diskus as being safe .. -
~--and effective, however; it at least raises. the concern that:some tolerance may. be = ..
- . oceurring.:; This possible tolerance is intrig'uihg',f-s’incef'although:_ the ‘bronchoprotective - i ..
+ . effect’of regularly dosed beta ‘agonists has been shown to be subject to tolerance with = = -
© " extended use; this has not been well proven for bronchodilation. ST R

- The other studies, including a 12-week study utilizing the relatsd ——— for Diskhaler

" -':3;_ product ;_“:S’upp_q_r_t."the; safety and - efficacy. of Serevent Diskus - in;;:the‘_:‘ maintenance




. treatment of asthma for children aged from 4 — 11 years. There. again was atleast a -
¢ trend inthe FEV, data from. the - Diskhaler trail - towards' diminished: (though' still

- significant) efficacy out to 12-weeks: ' Also of some concerm in this-study was a high rate

- of exacerbations occurring during the run-out period- at the end-of the study (12% of .
- subjects); where in the other groups in this and the other studies, the rates were more. -
~~'phenomenon of the withdr
-~ beascertained... . ..

i The IS

L Diskus which would need additional study or major changes to labeling. "«

| OverallConglusions:

. from the i:lin'i;:_:a_l standpoint for the proposed age range at the proposed doses; .~ " e

" Recommendation: <~

~-": labeling issues are resolved. . . - T

hnson/Medical Officer/HFD-570 . . = -

-Janiproject managerHFD-570. . .. ti-
Division File/HFD-570- :: -~~~ =i
NDA#20-692:: - =

 APPEARSTHISWAY

T ONORIGINAL

. in-the: range of 2~ 5%.  Whether this: ‘:r‘ep'rése'nts} a tme-:"rebbu:ndfgf ‘effect Versus- a: .’ :1.5_ ::'_ o
wal of an effective symptom: COhtroIIingf_r_n_fedi:c'atior_j cannot .

. The ISS included not only the trials submitted in this supplement, but also the EIB trial
. data-and other ‘available data’ from the: marketing of this. product. ' Apart from the - .

- expected adverse events typical of a beta agonist administered in an inhalation powder, -~ 7
.- the’ safety data-did not' signal any unique ‘safety. concerns in- this: population for the .~~~

~L'am in agreement with Dr. Johnson's assessment that this application is approvable

I 'recommend approvalof this supplement, ‘along with the EIB supplement, once all -




